SUPPLEMENTARY TABLES: Grading of Recommendations Assessment, Development and Evaluation (GRADE) evidence and
references

Question: Should 6 months of isoniazid compared to placebo be used in HIV-uninfected children and adults?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 6 months of lacebo Relative Absolute
studies design bias y P considerations isoniazid P (95% ClI) (95% ClI)
Tuberculosis Disease
41234 | randomised | serious @ | not serious not serious not serious | none 298/11395 465/11182 RR 0.59 17 fewer [1=11@) CRITICAL
trials (2.6%) (4.2%) (0.51to per MODERATE
0.68) 1,000
(from 13
fewer to
20 fewer)
Hepatotoxicity
223 randomised | serious ° not serious not serious not serious | strong association 44/11066 7/10897 RR 6.35 3 more (SISISIS CRITICAL
trials (0.4%) (0.1%) (2.86 to per HIGH
14.10) 1,000
(from 1
more to 8
more)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection and performance bias.

b. Possible performance, detection, and attrition bias.

References
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Question: Should 9 months of isoniazid compared to no treatment be used HIV-uninfected children and adults?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 9 months of no Relative Absolute
studies design bias y P considerations isoniazid treatment (95% ClI) (95% ClI)
Tuberculosis Disease
212 randomised | serious 2 not serious serious ° not serious | strong association 10/1650 27/1583 RR 0.36 11 fewer [ 111@) CRITICAL
trials (0.6%) (1.7%) (0.17 to per MODERATE
0.73) 1,000
(from 5
fewer to
14 fewer)
Hepatotoxicity
0 not - CRITICAL
estimable

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection, performance, and detection bias.

b. Kim et al. targeted kidney and pancreas transplant recipients.

References
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Question: Should 12 months of isoniazid compared to placebo or no treatment be used in HIV-uninfected adults and children?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of studies D)7 Bl Inconsistency | Indirectness | Imprecision S . mc())fnths plaCr?gO > REEME | cseliie
- design bias y P considerations | .~ . (95% CI) | (95% ClI)
isoniazid | treatment
Tuberculosis Disease
15 randomised | serious ® | not serious not serious not serious | strong 258/41415 | 605/41125 RR 0.48 8 fewer PP CRITICAL
1.2.3456.7:89.10.11.1213.14.15 | trig|g association (0.6%) (1.5%) (0.37 to per HIGH
0.62) 1,000
(from 6
fewer to
9 fewer)
Hepatotoxicity
5 111121416 randomised | serious ? | not serious not serious | serious ® none 99/7599 53/7631 RR 1.90 6 more o000 CRITICAL
trials (1.3%) (0.7%) (0.64 to per LOW
5.63) 1,000
(from 3
fewer to
32 more)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection, performance, and detection bias.

b. Wide 95% ClI that crosses line of no effect.
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Debre R, Perdrizet S, Lotte A, Naveau M, Lert F. Isoniazid chemoprophylaxis of latent primary tuberculosis. Int J Epidemiol; 1972.

Bailey WC. The effect of isoniazid on transaminase level. Ann Intern Med; 1974.

*Partially estimated based on data from IUAT study.



Question: Should 6 months of isoniazid compared to placebo or no treatment be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of inconsistency | Indirectness | imorecision Other 6 months of placr?go or Relative Absolute
studies design bias y P considerations isoniazid (95% ClI) (95% ClI)
treatment
Tuberculosis Disease
5 randomised | not not serious not serious not serious | none 135/2915 191/2762 RR 0.67 23 fewer DDDD CRITICAL
123456 | trials serious @ (4.6%) (6.9%) (0.53 to per HIGH
0.85) 1,000
(from 10
fewer to
33 fewer)
Hepatotoxicity
31456 | randomised | serious® | not serious not serious | serious °© none 23/1439 24/1747 RR 1.38 5 more o000 CRITICAL
trials (1.6%) (1.4%) (0.60 to per LOW
3.18) 1,000
(from 5
fewer to
30 more)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible attrition bias.

b. Possible selection or attrition bias.

c. Wide 95% CI that crosses line of no effect.
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Question: Should 12 months of isoniazid compared to placebo be used HIV-infected children?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 12 months lacebo Relative Absolute
studies design bias y P considerations of isoniazid P (95% ClI) (95% ClI)
Tuberculosis Disease
3123 randomised | serious ® | not serious not serious | not serious | none 40/490 58/487 RR 0.70 36 fewer Y@ CRITICAL
trials (8.2%) (11.9%) (0.47 to per MODERATE
1.04) 1,000
(from 5
more to
63 fewer)
Hepatotoxicity
13 randomised | serious ? not serious not serious not serious | none 1/273 (0.4%) | 5/274 (1.8%) RR 0.20 15 fewer [ 111@) CRITICAL
trials (0.02 to per MODERATE
1.71) 1,000
(from 13
more to
18 fewer)

ClI: Confidence interval; RR: Risk ratio
Explanations
a. Possible selection, detection, and attrition bias.

References
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Question: Should 12 months of isoniazid compared to placebo be used in HIV-infected adults and children?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 12 months lacebo Relative Absolute
studies design bias y P considerations of isoniazid P (95% ClI) (95% ClI)
Tuberculosis Disease
512345 | randomised | not not serious not serious | not serious | none 86/1200 122/1204 RR 0.72 28 fewer OODD CRITICAL
trials serious (7.2%) (10.1%) (0.52 to per HIGH
0.99) 1,000
(from 1
fewer to
49 fewer)
Hepatotoxicity
3145 randomised | not not serious not serious | serious ? none 20/983 15/991 RR 1.34 5 more Y@ CRITICAL
trials serious (2.0%) (1.5%) (0.69 to per MODERATE
2.61) 1,000
(from 5
fewer to
24 more)

ClI: Confidence interval; RR: Risk ratio
Explanations
a. Wide 95% CI that crosses line of no effect.

References
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Question: Should 12 months of isoniazid compared to no treatment be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of rearehsianey || metresiness | mvresisien Other 12 months no Relative Absolute
studies design bias y P considerations of isoniazid treatment (95% ClI) (95% ClI)
Tuberculosis Disease
212 randomised | serious ® | not serious not serious | serious ® none 10/184 15/171 RR 0.68 28 fewer Y- 0@) CRITICAL
trials (5.4%) (8.8%) (0.20 to per LOW
2.32) 1,000
(from 70
fewer to
116
more)
Hepatotoxicity
0 not -
estimable

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection, performance, and detection bias

b. Wide 95% ClI that crosses line of no effect.

References

1. Fitzgerald DW, Severe P, Mellon LR, et al. No effect of isoniazid prophylaxis for purified protein derivative-negative HIV-infected adults living in a country with endemic tuberculosis: results of

a randomized trial. J Acquir Immune Defic Syndr; 2001.

2. Pape JW, Jean SS, Ho JL, et al. Effect of isoniazid prophylaxis on incidence of active tuberculosis and progression of HIV infection. Lancet; 1993.




Question: Should 3 months of isoniazid plus rifampin compared to no treatment or placebo be used in HIV-uninfected adults and children?

Certainty assessment Ne of patients Effect
3 months of no Certainty Importance
22 07 Sy RUEL Inconsistency | Indirectness | Imprecision e B treatment or REEE Abselie
studies design bias y P considerations plus lacebo (95% ClI) (95% ClI)
rifampin P
Tuberculosis Disease
212 randomised | serious @ not serious not serious serious ® none 30/252 53/252 RR 0.46 114 o000 CRITICAL
trials (11.9%) (21.0%) (0.15to fewer LOW
1.36) per
1,000
(from 76
more to
179
fewer)
Hepatotoxicity
0 not -
estimable

ClI: Confidence interval; RR: Risk ratio
Explanations

a. Possible selection bias.

b. 95% CI crosses the line of no effect.
References
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in patients with silicosis in Hong Kong. Am Rev Respir Dis; 1992.

2. Gupta DK, Kumar R, Nath N, Kothari AK. Chemoprophylaxis in high-risk children-analysis of 8 years' follow-up: preliminary report. Indian J Tuberc; 1993.



Question: Should 3 months of isoniazid plus rifampin compared to 6 months of isoniazid be used in HIV-uninfected adults and children?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 6 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifampin
Tuberculosis Disease
3123 randomised | serious 2 not serious not serious not serious | none 27/514 27/512 RR 1.04 2 more 111 @) CRITICAL
trials (5.3%) (5.3%) (0.64 to per MODERATE
1.70) 1,000
(from 19
fewer to
37 more)
Hepatotoxicity
223 randomised | serious @ not serious not serious not serious | none 3/347 (0.9%) | 4/339 (1.2%) RR 0.73 3 fewer 111 @) CRITICAL
trials (0.18 to per MODERATE
2.95) 1,000
(from 10
fewer to
23 more)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection bias.

References
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in patients with silicosis in Hong Kong. Am Rev Respir Dis; 1992.
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Question: Should 3 months of isoniazid plus rifampin compared to 9 months of isoniazid be used in HIV-uninfected adults?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 9 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifampin
Tuberculosis Disease
1t randomised | serious @ not serious not serious serious ® none 1/98 (1.0%) | 0/98 (0.0%) RR 3.00 0 fewer 12100 CRITICAL
trials (0.12 to per LOW
72.80) 1,000
(from O
fewer to
0 fewer)
Hepatotoxicity
1t randomised | serious @ not serious not serious serious ® none 6/98 (6.1%) | 8/98 (8.2%) RR 0.75 20 fewer 12100 CRITICAL
trials (0.27 to per LOW
2.08) 1,000
(from 60
fewer to
88 more)

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Possible performance, attrition, and detection bias.

b. Very wide 95% CI with small sample size.

References

1. Martinez AE, Solera J, Serna E, et al. Compliance, tolerance and effectiveness of a short chemoprophylaxis regimen for the treatment of tuberculosis. Med Clin (Barc); 1998.




Question: Should 4 months of rifampin compared to 6 months of isoniazid be used in HIV-uninfected children?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 4 months of | 6 months of Relative Absolute
studies design bias y P considerations rifampin isoniazid (95% ClI) (95% ClI)
Tuberculosis Disease
11t randomised | very not serious not serious | serious ® none 0/50 (0.0%) | 0/50 (0.0%) not 000 CRITICAL
trials serious @ estimable VERY LOW

ClI: Confidence interval

Explanations

a. Possible selection, performance, detection, attrition, and reporting bias.

b. Small sample size.

References

1. Magdorf K, Arizzi-Ruche AF, Geither LJ, et al. Compliance and tolerance of new antitubercular short-term chemopreventive regimens in childhood--a pilot project. Pneumologie; 1994.




Question: 4 months of rifampin compared to 9 months of isoniazid for HIV-uninfected children

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 4 months of | 9 months of Relative Absolute
studies design bias y P considerations rifampin isoniazid (95% ClI) (95% ClI)
Tuberculosis Disease
11t randomised | serious 2 not serious not serious not serious ® | none 0/422 (0.0%) | 2/407 (0.5%) RR 0.19 4 fewer [ 111@) CRITICAL
trials (0.01to per MODERATE
4.01) 1,000
(from 5
fewer to
15 more)
Hepatotoxicity
11t randomised | serious ? not serious not serious not serious | none 0/422 (0.0%) | 0/407 (0.0%) not o0 CRITICAL
trials estimable MODERATE

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Possible selection and performance bias

b. Although the 95% ClI is wide, the pre-determined non-inferiority margin was met.

References
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Question: Should 4 months of rifampin compared to 9 months of isoniazid be used in HIV-uninfected adults?

Certainty assessment Ne of patients Effect
Certainty Importance
Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other 4 months of | 9 months of Relative Absolute
studies design bias y P considerations rifampin isoniazid (95% ClI) (95% ClI)
Tuberculosis Disease
11t randomised | serious 2 not serious not serious not serious ® | none 8/3443 9/3416 RR 0.88 0 fewer [ 111@) CRITICAL
trials (0.2%) (0.3%) (0.34to per MODERATE
2.28) 1,000
(from 2
fewer to
3 more)
Hepatotoxicity
123 randomised | serious ? not serious not serious not serious | strong association 11/3499 60/3469 RR 0.19 14 fewer DODD CRITICAL
trials (0.3%) (1.7%) (0.10to per HIGH
0.36) 1,000
(from 11
fewer to
16 fewer)

ClI: Confidence interval; RR: Risk ratio

Explanati

ons

a. Possible selection and performance bias.

b. Although there is a wide 95% ClI, the pre-set non-inferiority margin was met.

References
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Question: Should 3 months of isoniazid plus rifampin compared to placebo or no treatment be used HIV-infected adults?

Certainty assessment Ne of patients Effect
3 months of placebo or Certainty Importance
Ne of Study Risk of rearehsianey || metresiness | mvresisien Other isoniazid no Relative Absolute
studies design bias y P considerations plus (95% ClI) (95% ClI)
. . treatment
rifampin
Tuberculosis Disease
2123 randomised | serious @ not serious not serious not serious | strong association 25/638 46/541 RR 0.46 46 fewer ST CRITICAL
trials (3.9%) (8.5%) (0.29 to per HIGH
0.74) 1,000
(from 22
fewer to
60 fewer)
Hepatotoxicity
13 randomised | serious ® not serious not serious serious © none 1/82 (1.2%) | 0/77 (0.0%) RR 2.82 0 fewer OO CRITICAL
trials (0.12to per LOW
68.20) 1,000
(from 0
fewer to
0 fewer)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible performance, detection, and attribution bias.

b. Possible performance, detection, attribution, and reporting bias.

c. Very wide 95% CI with small sample size.

References
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Question: Should 3 months of isoniazid plus rifampin compared to 6 months of isoniazid be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 6 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifampin
Tuberculosis Disease
412345 | randomised | serious® | not serious not serious not serious | none 54/1067 63/1053 RR 0.85 9 fewer [ Y11@) CRITICAL
trials (5.1%) (6.0%) (0.59 to per MODERATE
1.21) 1,000
(from 13
more to
25 fewer)
Hepatoxicity
4 12345 | randomised | serious® | not serious not serious not serious | none 23/1067 28/1053 RR 0.85 4 fewer [ Y11@) CRITICAL
trials (2.2%) (2.7%) (0.51to per MODERATE
1.48) 1,000
(from 13
fewer to
13 more)

ClI: Confidence interval; RR: Risk ratio

Explanati

a. Possible selection, performance, and detection bias.

ons

References

1. Martinson NA, Barnes GL, Moulton LH, et al.. New regimens to prevent tuberculosis in adults with HIV infection. N Engl J Med; 2011.
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Question: Should 3 months of isoniazid plus rifapentine compared to 9 months of isoniazid be used in HIV-uninfected children?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 9 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifapentine
Tuberculosis Disease
1t randomised | not not serious not serious serious @ none 0/471 (0.0%) | 3/434 (0.7%) RR 0.31 5 fewer 111 @) CRITICAL
trials serious (0.01to per MODERATE
7.52) 1,000
(from 7
fewer to
45 more)
Hepatotoxicity
1t randomised | not not serious not serious serious @ none 3/539 (0.6%) | 1/493 (0.2%) RR 2.74 4 more 111 @) CRITICAL
trials serious (0.29 to per MODERATE
26.30) 1,000
(from 1
fewer to
51 more)

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Wide 95% CI with few events reported.

References
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isoniazid. JAMA Pediatr; 2015.




Question: Should 3 months of isoniazid plus rifapentine compared to 9 months of isoniazid be used in HIV uninfected adults and children?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 9 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifapentine
Tuberculosis Disease
1! randomised | serious 2 not serious not serious not serious | none 713986 15/3745 RR 0.44 2 fewer 111 @) CRITICAL
trials (0.2%) (0.4%) (0.18 to per MODERATE
1.07) 1,000
(from O
fewer to
3 fewer)
Hepatotoxicity
1t randomised | serious @ not serious not serious not serious | strong association 18/3986 103/3745 RR 0.16 23 fewer ST CRITICAL
trials (0.5%) (2.8%) (0.10to per HIGH
0.27) 1,000
(from 20
fewer to
25 fewer)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible performance and detection bias due to participants, personnel, and outcome assessment not being blinded.
References
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Question: Should 3 months of isoniazid plus rifapentine compared to 6 month of isoniazid be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isoniazid 6 month of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifapentine
Tuberculosis Disease
1! randomised | serious 2 not serious not serious not serious | none 24/328 22/327 RR 1.09 6 more 111 @) CRITICAL
trials (7.3%) (6.7%) (0.62to per MODERATE
1.90) 1,000
(from 26
fewer to
61 more)
Hepatotoxicity
1! randomised | serious 2 not serious not serious not serious | none 17/328 17/327 RR 1.00 0 fewer 111 @) CRITICAL
trials (5.2%) (5.2%) (0.52to per MODERATE
1.92) 1,000
(from 25
fewer to
48 more)

ClI: Confidence interval; RR: Risk ratio

Explanations

a. Possible performance and detection bias.
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Question: Should 3 months of isonaizid plus rifapentine compared to 9 months of isoniazid be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
3 months of Certainty Importance
Ne of Study Risk of Inconsistency | indirectness | Imorecision Other isonaizid 9 months of Relative Absolute
studies design bias y P considerations plus isoniazid (95% ClI) (95% ClI)
rifapentine
Tuberculosis Disease
1t randomised | serious @ not serious not serious not serious | none 2/206 (1.0%) | 6/193 (3.1%) RR 0.31 21 fewer 111 @) CRITICAL
trials (0.06 to per MODERATE
1.53) 1,000
(from 16
more to
29 fewer)
Hepatotoxicity
1t randomised | serious @ not serious not serious not serious | none 2/206 (1.0%) | 8/193 (4.1%) RR 0.23 32 fewer 111 @) CRITICAL
trials (0.05 to per MODERATE
1.09) 1,000
(from 4
more to
39 fewer)

ClI: Confidence interval; RR: Risk ratio

Explanati

a. Possible selection, performance, and reporting bias.

ons
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Question: Should 3 months of isoniazid plus rifapentine compared to continuous use of isoniazid (up to 6 years) be used in HIV-infected adults?

Certainty assessment Ne of patients Effect
continuous )
3 months of use of Certainty Importance
ey Simafy RER @] Inconsistency | Indirectness | Imprecision Gne]; SN0 isoniazid G I
studies design bias considerations plus (up to 6 (95% ClI) (95% ClI)
rifapentine
years)
Tuberculosis Disease
11t randomised | serious ? not serious not serious not serious | none 24/328 8/164 (4.9%) RR 1.50 24 more [ 111@) CRITICAL
trials (7.3%) (0.69 to per MODERATE
3.27) 1,000
(from 15
fewer to
111
more)
Hepatotoxicity
1t randomised | serious @ not serious not serious not serious | strong association 17/328 35/164 RR 0.24 162 ST CRITICAL
trials (5.2%) (21.3%) (0.14 to fewer HIGH
0.42) per
1,000
(from 124
fewer to
184
fewer)

Cl: Confidence interval; RR: Risk ratio

Explanations

a. Possible performance and detection bias.
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